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^ ffrr Ftimtlriting the immuno JtyntHn 

IVo diffcrcni approadics have been Uied in the prior ait to enhance Che immune i«ponsc against 
rtcoplasiic cells. One approach usea ihc addition of cytokine* like jntcrieukin.2 (IL-2) or tntfwfcciiun 
of tumor ce)l55 and/or immune ccUs with genes coding far cytokine* like lL-2 or other proieim 
enhancing the immune j«spon&c like transfcction of tumor cdl.s with lymphotactin or like iransfccilon 
of T-lymphi)cytei: will) CD-40 1-igand, 

rhc second approach uses ihe inhibition of immunosuppressive molecules lo enhance the body's 
immune response to tumor ccUs. Thus. J. NBUROSURG. 7K (1993) 944-51 , JachimcTjdc ct ai. 
(1993) and WO 94/25588. Schlingensicpcn ci al (1994) teach the use of anti^en^e oligonucteoiides 
targcicd toTGF-B to revcrxe tumor-induced immunosuppiession. 

Several documents in the prior art teach that a combination of these two apprxjachcs is either not 
eff icacious or is not beneficial over use of one of the two approaches used alone. 
Thus. CANCER BROTHER, 8(2). 1993, 159 - 170, Gridlcy et al., as well as CANCER 
BROTl lER. 9(4). 1994, 3 17 - 327, Mao et al., both teach that a combination of anU-tmnsfonning 
growth factor-beta antibody with 11^2 docs not cause significani ttntituraor cfTects. 
Funhemiorc, PROC. NA'J'J.. ACAD. SCI 93, (1996), 2909-2914, Fakhrai et al., teaches that a 
combination of transfcction with gcjics encoding antiscnsc sequences to transforming growih factor 
beta CI GF^fi) TGF-fl mRN A with iransfection of IL-2 into tumor cells does not increase the immune 
1 csponsc against the Uunor compared to cransrection with TGF-B antiscnsc alone. 

Surprisingly, in conu-ast, wc find thai a combination of antiscnsc oHgonucJcotidcs against TQF-B 
wiih immunastimulatoiy nnjloculcs is more ofTicacious than either approach atone. 

The present invention cfcscribcs a method for enhancing the immune response including the immune 
rcspoiTsc^againsi tumor cells and/or cells containing viral aniigens and/or cells cApicssing mutated 
antigens and/or cells involved in a pathological process, comprising Ac steps of 

a) inhibiting ihc synthesis and/or funaion of molecules suppressing and/or downregulaiing and/or 
ncgaiivcly aflecttng the in^munc roKponsc 

conibined with 

b) applying and/or enhancing the synthesis and/or function of molecules stimulating and/or enhancing 
and/or uprcgulaiing and/i)r positiveiy regulating the immuuc rtsptmsc 

Tim pre-Hcnt invention also describes combinations of molecules capable of enhancing the immune 
response against tumor cells and/or ccJh containing viral antigens and/or cells expressing mutated 
antigens and/or cells involved in a pathological process, comprising the steps of 

a) inhibiting ilie synthesis and/or function of molecules suppressing and/or downregulating and/or 
ncgaiivcly affecting the immune response 

and 

b) enhancing the .synthc!>i.s and/or function of molecules stimulating and/or enhancing und/or 
uprcgwiating und/or positively regulating the immune response 



In a preferred cinbcHiiTucnt of ihe invcnfioo a single molacuJe is capubJc of enhancing the immune 
response agaiasi lumor cells and/or celU containing vimJ antigcivs and/or cells cxpn^ing mutated 
anUgcns and/or cells involved in a pathological process, by 

u) inhibiUng the syalhesi,* and/or function of molecules suppressing and/or downregulating 

and/or negaUvcly affecting the immune nwponse 

and 

b) enhancing Ihc synthesis and/or function of molecules Simulating and/or enhancing and/or 
uprcgulaiing and/or po.^itivcJy regulating the immune response 

In a further pmferod embodiment of the invcniim the single molecule capable of enhancing the 
immune response against tumor cells and/or cells containing viral antigens and/or cells expc^ssing 
mutated smtigcns and/or cells involved in a pathological process, by 

a) inhibiting ihc synthesis and/or function of nK>leculcs suppressing and/or downregulating 
and/or negatively affecting the immune response 

and 

b) cjitiancing the synthesis and/or function of molecules stimulating and/or enhancing and/or 
upregulating and/or positively regulating the immune response 

is a nucleic acid molecule 

- coding for and/or containing antisci\se sequences and/or ribozymes capable of inhibiting 
immumwuppressivc molecules including TGF-Bl. T0F-fi2, TGF-63, IL-10 and/or PGBZ^Rcccptnr 

as well as 

- coding for molecules including proteins and/or peptides stimulating and/or enhancing and/or 
uiJTCguIating and/or positively regulating the immune lespoase. 

In a further preferred embodinicnc of the invention the single molecule capable of enhancing the 
immune response is a nucleic acid mokcule coding for 

- sequences downregulating iinmunoi«upprcssivc molecules 

as well as 

' sequencer co<iing for molecule; including proteins and/or peptides stimulating aiul/or enhancing 
and/or upregulating and/or positively regulating the immune response, these inolectties including 

a) Chcmokinas, including lymphotactin and/or immune cell attracting and/or 

b) viruses and/or parts of viniscs, including adenoviruses, pupiilcxnavlruscs, Epstein-Barr-Vriuwes, 
Viruses thai arc non-parhogenic including Newcastle-Disease virus. Cow-pox-virus and/or 



c) autologous and/or heterologous NfHC-Molecules and/or 

d) moiccuics involved in antigen processing and/or 
c) moiccuics involved in antigen prcscniaiion and/or 



0 molecules involved in mediating immune cell effects aamd/ur 



g) molecules involved in mediating immune cdl cytotoxic effects and/or 
\\) molccuJes involved in antigen tmnspcitation and/or 
i) co-siimuIiitOTy inoltscules 

j) pcplidcs enhancing recognition by immune cell and/or cytotoxic effects of immune ccllx 

k) the peptides containing one or inore amino acids differing between a pfx>tcin in the target ceJI from 
the other cell within an organiKm 

i) the peptides according to j) being 

♦Peptides containing one or more mutations and/or amino acid substituiioas of the ras piotcin 
Amino and/m 

**PcpUdcs containing one or nK>re mutatioas and/or amino acid substituiions of flic p53 protein 
and/or 

♦Peptides containing one or more mutations and/or amino acid substitutions of the EGF-Rccqnor 
protein and/or 

♦Peptides ctjniaining one or more mutations and/or amino acid substitutions of fusion peptides 
and/or fusion protcias and/or 

♦Peptides containing one or more mutations and/or amino acid substitutions and/or amino acid 
subsiituiions caused by gene rearrangemenls and/or gene translocations and/or 

*Pcp«idc5i umuining one or more mutations and/or amino acid substitutlwis of the retinoblasuftma 
protein and/or 

♦Peptides containing one or more mutations and/or amino acid substitutions of proteins coded by 
oncogenes and/or protooncogcnes and/or 

♦Peptides containing one or more mutations and/w amino acid subsUtutiims of proteins coded by 
ami -oncogenes and/or tumor suppressor genes and/or 

♦Peptides derived from proteins differing in the urgei cell by one or amino acids from the proteins 
eKpress?^d;by olhcr cells in the same organism and/or 

♦Peptides derived fron; viral antigens and/or coded by viral nucleic acids and/or 
ni) lumor cell extracts and/or tumor cell lysatcs and/or adjuvants. 



In a further prrfcrred embodimant of the Invention the single molecule capable of enhancing the 
immune response against tumor colb and/or cclU containing viral antigens and/or cells expirssing 
mutated antigens and/or ccU.s involved In a pathological pnjcess, by 

a) inhibiting the synthesis and/or function of moteculcs suppressing and/or downrcgulaiing and/or 
negatively affecting the immune response 

and 

b) cnliancing the synthesis and/or function of molecules stimulating and/or enhancing and/or 
uprejeuluting and/or positively regulating the immune response 

is a nucleic ^id molecule coding for and/or containing antisense sequences and/or riboxymes c^ble 
of inhibiting immunosupprcsisivc molecules including TGF-fil, TOr^fiZ, TGF-a3, lL-10 and/or 
PGE2-Receptor as well as sequencer coding for D>2 and/or IL-12 and/or Il>-18 and/or an antigen 
present in tumor cells or pathogens. Init not in normal cells ond/or viral antigens. 

In a prclbnrcd embodiment of the invention the nucleic acid inolecuiesi contain Hanking sequences 
and/or vector sequences and/or sequences enhancing the expression and/or crtmsfcction of the nucleic 
acid molecules. 

In a fuiUier prefened embodiment of the invention the nucleic acid molecules are part of one or more 
vectors and/or viral sequences and/or viml vectors. 

In a prerenal embodiment of the invention the oligonucleoddcs and/or ribozynics and/or nucleic acids 
have modificaiion.s at the bases, the sugars and/or the phasphate rooloiies of the oligonucleotides. 

In a further preferred embodiment of the invention the oligonucleotides and/or ribozymea and/or 
nucleic acids have modiflcutions wbctx^n the modifications are phosphorodiioaie (S-ODN) 
intcniuclcoiide linlcages and/or methylphosphonate intemucteotidc linkages and/or piiosphoramidate 
linkages and/or peptide linkages and/or 2'-niethoxyethoxy modificaiions of ftc sugar and/or 

modifications of the bases. 

In a further preferred embodimcni of the invention the oligonucleotides and/or ribozymes and/or 
nucleic acids are coupled to or mixed with folic acid, hormones, steroid hormones such ax 
ocatrogcne, progesterone, corticosteroids^ mineral corticolds, peptides, proteoglycans, gtycoHpids. 
phospholipids and derivatives therefrom. 

I'he present invention also describes the combination of 

1. Antisense acids» including ribozymes or derivatives thereof, transfected and/or directly 

applied as oligonucleotides capable of inhibiting expression and/or furu^lion of TGF-Bl, TOF-fi2, 
TGF-fi3. 11^10 and/or PGE2-Receptor 

witli 
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H. Enhancing expression in target cells and/or target pathogcan of 

a) Chejuokiucs. utcluding lymphotaciln and/or immune cdl attracting and/or 

b) viruses and/or parts of viruses, including adcnovini*^*, papiUomaviruscs, ^tdn-barr-Vriuacs, 
ViruseK Chat are non-palhogenic iixluding NewcasticDiscase vims, Cow-pox-virus and/or 

c) autologous and/or heterologous MHC-Molecuies and/or 

d) molecules involved in antigen proc&vdng and/or 
c) niolcculas involved in antigen pre!%entation and/or 

f) molecules invt^lved in nrtediating immune cdl cfTects and/or 

g) molecules invi>lvcd in mediating immune cell cytotoxic effects and/or 

h) molecules involved in antigen transportation and/or 

i) co-stimulatory nwlecules 

j) peptides aihancing recognition by immune cell and/or cytotoxic effects of immune cells 

k) the peptides coniaining one or more amino acids differing belwcen a protein in the taigct cell from 
Lhc other cell within m organism 

1) (lie peptides ALXording to j) being 

^Peptides containing one or more mutations and/or amino acid substitutims of the ran protein 
amino and/or 

""Peptides containing one or more mutations and/or amino acid substitutions of the p53 protdn 

«ind/or 

^Peptides containing one or more mutations and/or amino acid substitutions of the EGP-Rcocptor 
pix>Ce3n and/or 

^Peptides containing one or more mutations and/or amino acid substitutions of fusion peptides 
and/or fusion proteins and/or 

'^Peptides containing one or morz mutations and/or amino acid substitutions and/or amino acid 
subfttitutioriN caused by gene rearrangenicnLs and/or gene translocations and/or 

^Peptides coniaining one or more mutations and/or amino acid JUibstitutions of the retinobla^doma 
protein und/or 



^Peptides containing one or more mutations snd/or amino acid substituilonR nf protcias coded by 
oncogenes* und/or proio^incogcncs and/or 

*Pcpudes containing one or more mutations and/or amino acid Kubstitutions of proteins coded by 
anti-uncogencs and/or tumor suppmuior gcnc^ and/or 

♦Peptides derived from proician differing in the tajgct cell by one or amino acids from the proteins^ 
exprcs^ied by other cells in the same organism and/or 

""PcptidCK derived fron) viral antigens and/or axled by viral nucleic acids 
The present uivcntion also describes the combiiutlion of 

I. Antisensc nucleic acids, including ribozyincs or derivatives thereof, transfocied and/or directly 
applied as oligonucleotides or derivatives thereof capable of inhibiting expresaion and/or ftinclixin of 
TGF-61 . 'rCF-62. TGF-83, iL-10 and/or PGE2-Recepu>r 

with 

II. Vaccination with 

a) Chemokines, including lymphoiactin and/or immune cell anracting and/or 

b) viruses and/oi* parts of viruses, including adenoviruses, papillomaviruses, Epstein-barr-Vriuses. 
Vinixes that arc non-pathogenic including Newcastlc-Disca<;e vims. Cow-pox-vims and/or 

c) autologous and/or heterologous MHC-Molecules and/or 

d) moieculcH involved in antigen processing and/or 
c) molecules involved in antigen pieseotation andAx 

0 moleatics invcdved in mediating inunune cell effects and/or 

g) molccniJes Involved in mediating immune cell cytotoxic effects and/or 

h) molecules involved in antigen uaosportation and/or 

i) co*stinwratbry molecules 

j) peptides enhancing rccognitio» by iouuune cell and/or cytotoxic effects of imnnunc cells 

k) the peptides containing one or more amino acids difTering between a protein in the tai:getceU from 
the other cell within an organism 
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1) the pepticScs according to J) being 

Peptides cx>nuuning one or more mutalionx und/or amin<i acid fiubf^itutions of the ras ptrotein 
amino and/or 



^Pcptidej^ containing one or more muutions and/or amino acid substitutions of the EGH-Reccp(or 
protein and/or 

^Peptides containing one or more mutations* and/or amino ucid substitutions of fufdon peptides 
and/or fusion proteins and/or 

Peptide); oontaming one or more mutation:^ and/or amino acid substitutions and/or amino acid 
.substitutions caused by ge2K rearrangements and/or gene translocations and/or 

* Peptides containing one or more muiatioos and/or amino acid jtubxtitutioxis of the retinoblastoma 
protein and/or 

'^Peptides containing one or more mutations and/or amino acid substitutioas of proteins coded by 
oncogenes atid/or pa)Ux>ncogcnc& and/or 

^Peptides containing one or more mutatinai and/or amino acid substitutions of proteins coded by 
anti-oncogciKts and/or tunx>r suppressor genes and/or 

^Peptides derived from proteia<i differing in the la&rget ceil by one or amino acids from the proteins 
expressed by other cells in the same organism and/or 

♦Peptides derived from viral antigens and/or coded by viral nucleic acids and/or 

m) tunnor cell extracts and/in tumor cell lysate^i and/or adjuvants. 

The present invention also describes the combination of 

1. Antiscnsc nucleic acidSt inchiding ribor.ymes or derivatives thereof transfcclod and/or directly 
applied as oligonucleotides or derivatives thereof capable of inhibiting expression and/or function of 
TGF'Sl. TGF-B2, TGF-B3, IL-10 and/or PGB2-Rcceptor 



1 1 . Transfccting an organism containing Urget cells and/or Urgcl pathogens and/or transfect ing 

the target cells and/or tiuget pathogens with genes coding for 

a) Chemokincs, including lymphotactin and/or inununc cell attracting and/or 



"Peptides containing one 



or more mutations and/or amliio acid substituiionj^ of the pS3 protein 



and/or 



wiih 



b) viruses and/or parts of viioiscs. including adenovirtises, papillonrxavirujieH, Epstcin-barr-Vriufcos. 



Viruses that arc non-paihugentc including Newcasdc^iscasc virus, Cow-pox- vlruK and^or 

c) autologous and/or haierologous MHC-Molecules and/or 

d) molecules involved in aniigcn processing and/or 

e) molecules involved in antigai presentation and/ur 

0 molecules involved in mediating immune cell effects and/or 

g) molecules involved in nocdiatrng itmnune cell cytotoxic eflecu and/or 

h) molccale.s involved in antigen traiisporiation and/or 

i) co-5ilimulalary molecules 

j) pcp(tdc5{ enhancing recognition by inununc cell and/or cytotoxic effects immune cells 

k) the peptides containing one or more amino acids differing between a protein in the target ceil from 
the otticr cell within an organism 

I) the peptides according loj) being 

^Peptides containing one or more mutations and/or amino acid substitution.^; of ihe ras protein 
amino and/or 

♦Peptides containing one or more mutations and/or amino acid substitutions of the p53 protein 
and/or 

♦Peptides containing one cr more mutations and/or amino acid substitutions of the EOP-Reccptor 
protein and/or 

•Peptides containing one or more mutations and/or amino acid substitutions of fusion peptides 
and/or fusion proteins and/or 

♦Peptides containing one or more mutations and/or amino acid substitutions and/or amino acid 
subj(titution$ caused by gene rearrangements ind/or gone translocatioa<s and/or 

•Peptides containing o)ie or more mutations and/or amino acid ^bstitutions of the retinoblastoma 

pmtciaand/<>r-: 

'"Peptides contaiiung one or more mutations and/or amino acid substitutions of proteins coded by 
oncogenes and/or protooncngenes and/or 

♦Peptides containing one or more mutations and/or amino acid substitutions of proteins coded by 



utiii-oncogcncs and/or tumor Kuppressor genes and/or 

*Pepudcs derived from proceins differing in the targoi cell by coc or amino acids fmm the proteins 
expressed hy other cells in the same organism and/or 

♦Peptides derived from viml antigens and/or coded hy viral nucleic acids. 

TIk prescni invention also describes the ccmhioatiCHi of 

I. Antixensc nucleic acids, including ribcwymcs or derivatives thereof, iransfectcd and/cr directly 
applied as oligcmucleottdcs or derivatives thereof capable of inhibiting cxprej^sion and/or function of 
TGF-Bl . rGF-B2, TOF-fi3, intcrlcuKin-10 (IL-IO) and/or PGE2-Rcccptor 

with 

II. Applying to the organism containing target cells and/or target pathogens and/or to the target 
cells und/or target pathogens 

a) Chcrac^incs, including lymphoiactin und/or immune cell attracting and/or 

b) viruses and/or parts of viniscs, including adenoviruses, papillomaviruses, Epstein-barr-Vriuscs, 
Viruses thai art non-pathogenic including Newcastle-Disease virus. Cow-pox-virus and/or 

c) autohigous and/or heterologous MllC-Molecoles and/or 

d) molecules involved in antigen processing and/or 

e) molecules involved in antigen presentation and/or 

f) molecules involved in mediating immune cell effects and/ur 

g) molecules involved in mediating immune cell cytotoxic effects and/or 

h) molecules involved in antigen transportation and/or 

i) co-stimulatory molecules 

j) peptides enhancing recognition by inunune cell and/or cytotoxic effects of immune cells 

k) the peptides containing one or more amino acids differing between a protein in the tfli^et cell from 
ilie other cell within an organism 

I) the peptides according to j) being 
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'PcpUdcji containing oiic or more mutatioiu and/6r amliK) acid sttbitUtuUons of the m pfotcln 
amino and/or 

•Pcpiide* containing one or more mucationi and/or amino acid subtihutions of toe p53 piotein 
and/or 

♦Peptides containing one or moic muiaiions and/or amino acid substitutions of the EGF-Rcoepior 

protein and/or 

♦Peptides containing one or more mutations and/or amino acid substitutions of fusion peptides 
and/or fusion proteins and/or 

♦Peptides containing one or more mutations and/or amino acid substitutions and/or amino acid 
substitutions caascd by gene rearrangements and/or gene iranKlocations and/or 

♦Peptides containing one or more mutaUons and/or amino acid substitutions of the retinoblastoma 
protein und/or 

♦Peptides containing one or more mutationx and/or amino acid sub5;iiiuiions of pixXcin*; c<xied by 
ojK^ogcnes and/or protooncogcncs and/or 

•Peptides containing otic or more mutations and/or amino acid substitutions of proicina coded by 
anti-oncogenes and/or tumor suppreswr genes and/(^ 

♦Peptides derived from proteins differing in the target cell by one or amino acids from Che proicini; 
cx}»icsfied by other cells in the same organism and/or 

"Peptides derived from viral antigens and/or coded by viral nucleic acidjs and/or 

m) tumor ce]] extracts and/or tumor cell lysatcs and/or adjuvants. 



'I lie piesent invention also describes a method for combining 

- inhibition of immunosuppressive molecules including, but not limited lo growth factors including, 
but not limited to Transforming growth lector beta (TGF-B) including the molecules TGF-Bl, TOF- 
02, TGF-B3, and/or Cytokines including, but not limited to Intcrleukin 10 (IL-IO) and/or 
Prostaglandins, including prostaglandin E2 {PQB2) 

with 

- stimulating or enhancing the immune response against diseased cells - such cells Including tumor 
cells, cells infected by viruses or other pathogens celU of the immuiK system directed agaiast 
aiitoaniigcns and/or cells involved in autoimmune diseases. 
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The present invention also de^ribcs a combJnaiion of molecules sclcdod from 

a) molecules interfering with the function or cxpre^tion of immunosuppresitive molecules including, 
but not limited to growth factors including, Init not limited to Transforming growth factor beta (TCr- 
bota) including the molecules TOB-Bl, TGF-B2. TGF-B3, and/or Cytokines including, but not 
liniiicd 10 Inierleukin 10 (IL- 10) and/or PiOKtaglandins, including prostaglandin Ea (PGE2) and dicir 
receptors, including Traiisfonning growth factor beta receptors, prostaglandin E2 roceptorK and/or 
intcrlcukin receptors including intcrlcuktti< 10 receptors 

and 

b) molecules enhancing the immune response against diseased cells - such celb including tumor cells* 
cells infected by viruses or other pathogens cells of Che immune ?jystem directed against autoantigens 
and/or cells involved in autoimmune diseases. 

Tlic prcscnl invention alK<i describes 

- Use of oligonucleotides including anii^ense oligonucleotides and/or use or aniisense nucleic acids, 
including ribozymes or derivatives thereof, transfected and/or directly applied capable of inhibiting 
ii\c function or expression of tran^orming growth factor beta (TGF-B) including the molecules TOF- 
Rl . TOF-a2» M C5H-63» and/or of IL-10 and/or of prostaglandin E2 (PCjn2) receptors 

in combination with 

- use of methods and/or nK>lcculcs enhancing the immune response against diseased cells or 
pathogens and/or mcUiods and/or molecules enhancing immunogcnicity of target cells and/or target 
pathogens and/or 

' iminunostimulato]7 molecules, including cytoldnes including intericukins including IL- 1, IL-2, 
12, IL-lg, such cytokines being appiiedsystcrmcally to an organism including man or being 
applied locally e.g. to certain regions or organs or parts of organ or compartmefsis of a body and/or 

- enhancing expre,ssioti of cytokii>es in target cells or pathogens by stimulating their expression and/or 
by transfecting expression systems into the uiget cell or target pathogen, capable of expressing these 
cytokines and/or 

- chemokines attracting immune cells including lymphotaclin, such chemokines being applied 
systenrucally to an organism including man or being applied locally e,g. to certain regions or organs 
or parts of organ or compartments of a body and/or 

- enhancing expression of chemokines in target cells or pathogens by stimulating Uicir expression 
and/or by iransfccling expression ay sums into the target cell ur target pathogen, capable of 
expressing these chemokines and/or 

- peptides and/or antigens that are found in tumor cells and/cr patbogcnSt but not in normal cells 
und/or 

- enhancing^ expression of peptides and/or antigens that are found in tumor cells and/or paftogens, but 
not in normal cells and/or 

- Lumor cell extracts and/or lunKJr cell Iy5;ates and/or adjuvants. 
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Claims 

1 .A mclhod for stimulating ihc immune system com^sing the steps of 

a) inhibiting the synihesiK and/or function of molecules supprwiung and/or dowmcgulaiing and/or 
negatively affecting the immune response 
combined wiU) 

h) enhancing the syntlKSis and/or function of molecules fitimuluting and/or enhancing and/or 
upreguJating and/or pcKsitivcly regulating the immune response 

2.The method according lo claim 1, wherein the inhibition tlie syntl)esis and/or function of moleculac 
suppressing and/or downrcgulating and/or negatively affecting the immune response is achieved 
using molecules inhibiting the synthesis or function of interleukin-10 and/or traa^iifarming growth 
raclt)r hcia and or Prostaglandin E2 and/or receptors for Prostaglandin H2. 

S Tlie method according to claims 1 or 2, wherein the enhancement of the synthesis and/or function 
of molecules stimulating ihe immune response is achieved by applying and/or enhancing the 
synthesis and/or function of intcrlcukin-2 and/or interleukin'12 and/or inierleukin-1 S and/or viruses 
and/or viral antigens and/or antigens expressed In tumor cells and/or paihogen*>, but not in normal 
cells. 



4. A combination of molecules obtainable according to the method according to any one of the claims 
1 to 3. 

5. A single molecule obtainable according to the method according to any one of the claims 1 to 3. 

6. A nucleic acid molecule and/or u combination of nudcic acid nnolecules and/or chemical 
modifications and/or derivatives thereof obtainable according to the method according to any one of 
the claims I to 3 

7. A composition comprising a molecule or combination of mniocules according to claims 4 to 6 for 
the manufacturing of a medicament. 

8. A medicament comprising an oligonucleotide according to any one of the claims 4 to 6 togeiher 
with additives. 

9. Tbe use of molecules accoidlng to any of Ac claims claims 4 to 6 for the [Reparation of a 
mcdicaifncntTorlhc prevention or the treatment of neoplasm and/or infections. 
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Abstracc 

A method for slimulaling the iinmunc system comprising the acps of 

a) inhibiting the synthesis ajid/or function of molecules supprejtsing and/or downregulaling and/or 
negatively affecting the immune response 

combined with 

b) enhancing \he Jiynihcsis and/or function of molecules stimulating and/or enhancing and/or 
upregulating and/or posiiiively regulating the immune respoa^ 



